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REMARKS 

Applicants thank the Examiner for the consideration ai™ ,u 
entrvnfrt,,. . "«= consideration given the present application. Upon 

'"^P-emarne^^ *° 

w.Jl be pending in the present application. " 1 

It * noted that a Power of Attorney, explicitly authori:dlJg ^ ^ 

this application, is transmitted herewith. Prosecute 

tel While Applicants traverse the ptesent Action re « n , AppIicanls COnfirm ^ 

31, -001 As such, all claims presented herein are now directed to those structures be-uW a 
substituted piperidine ring formed by substituents R 2 and R > * 

P^Z aail 2 h b Claim 7 ^ ^ ™ °~ 

Purposes, Qaim 12 has been canceled and re-introduced as new Claim 24. Claims 13 and 15 

have een canceled and placed with new claims ducted to compositions a^^ Al 
-co. shou,d be deemed without prejudice; Apphcants intend to file a dW s io" 
application directed to the non-dected and cancelled subject matter 

f In d additi 7' C,aimS * 4 - 5 ' * "* " «™ each been amended in order to modify their 

zn * csuch " to depcnd up ° n a — **■ — - - — 

claim). N"new™ tte rismr^uce^ 

Claim, 18 Tr C ° mPli r ^ ^ ***** APPli — h - — - 

fete nTT "^^^^^^-^^-^n-i-rar 

-ended! hi 5 ^T"" * ** H -— ' "» - «* - P-~ specification has been 
herein^ mo ' e descriptive. No new matter is presented through the amendment of the title 

The Examiner has rejected Claims 1 - 5 7 9 n n s k v 

' ' ' X1, 1J > and '5 as be ne drawn fn » n 

^rrr *■ " ^ — - . 

A., for *. Examiner's r^ito, te CIaim , ^ 
n„ 8 . formed „, R . _ R , ArolicMB ^ ^ ^ ^ ■ 
with the restnction requirement. mp««nce 
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The Examiner has rejected Claims 1 - s -7 o 1 1 n 

j ctea Claims I — 5, 7, 9, 11, 13, and 15 under 35 U.S.C. S 112 

.bo* M.,**™^^^,,^^ I.»»«d*«Chi,», 1 .3.7.13 ^,5 
have been cancel be**, it>w!ve , _, y ^ ^ ^ ^ ^ ^ ; 

Applies re!pectfulIy nwme Ms ajeaim ^ _ 

CHS; " " " ab0U '" " " ^ T ° - — * - - 

D™** H. 2001 ^ Ga-Sea, US. Paea N„. isaled A 

whjch list Multund /. Shiih as the relevam RU-n, nffi~ e .. «"•««■« 

„ ... . .. . .„ offic<! Examiner, udltee roc Km, " abOTt .. t0 

rr * ^ "~ — * - * *— 

ine Examiner has rejected CJaims 1-S7Qiit*~j»*t , ~ 

^rtinis i /, 9, 11, 13, and 15 under 35 U-S C § 112 

~** P^ph, „ being tatefi^ f „ ^ m polm ^ ^ • 

«*» ^ 10 Clata , , „ indcfinte Appfant! have canceitai 

such claim with new Claim IS Moreovpr r\»i^ i< k , L 

because the rejection is now moot. 

The Examiner h M ^CCed CUinK I - 5, 7. ft U. !3. M d U baa* . «« of „, 

^.ed *» su bw, pho Sphmus , niW58en , ^ ow „ s uppon fM ^ emen( 

upon ^ define of "be^" toOTSeneons ^ ^ 

since the claims are indeed definite. 
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B» Examiner has ata, rejeaed Cbi™ , . j. 7 , , B and , 5 

^ - «*y — - fc fc ctora ( ,. s .. absumled 

^ Applicmls mvsrs , his ^ 

have pr^dee ^ exampks rf subsaiueiiB fw ^•..IH ' 

hydrocarbon groups (page 4, line 29 through page 5 | ine ft fln „ „ a • • * 

turner, as se, fort, m a, 0 daoip^, of „, e var , ous 
eon^nd. Applicants nave dented ^ ^ 

pageSbnes 1 -11, the spec^ , isK ^ ^^d! 
ring structure formed by R 2 and R 3 « ^ wiMniueni* on the 

« forth on pages 28 50 oT h ' ^ ""^ « 

standard on 7 1" ^ SPfidfiCati ° n - ^ SUCh ' in "» r ™« ™* ** 

Cbtir; y , skii1 10 - ^ understand «»■ ° f - 

substituted as „ p resentIy uti w AppIkants ^ 
improper and should be withdrawn. rejection is 

The Examiner has further rejected Claim 4 •« Vw-;™ ■ j c ■ 

lr; ~ a * m 4 * refer ™* to ^ forraed s R2 J a ; c 

Fw ^* e *°ve reasons, Ap^^ 
the rejections based on 35 U.S.C. § 1 12, second paragraph. 

_ ^^^"r',Trf;r rrn.f 

The Examiner has rejected Claims l - 5 7 9 it 1* , rt ^ 1<!v 
biohvdrolv^hi» • * '^'^"-'^aidlSbasedonuscoftheterms 

when more precise descriptions are available. 
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« »m ^ ^ ^ ^ md lmi|fcs ^ ta 

reUbve,, sHon cWn ami(fc , eslw , ^ iMdM b fc ^ 1 ^'2 

g „idanee ia ^ m „ „ ^ 

1991 (referenced ,„ a. spMifjclli( , n „, ^ ■ «~. 

g.idebool, |o fW frmfr-E, Ed.. Wiley a Sop,, Inc., ' 

■he defil" ^ 01 ?" reaS °" S * eieClted — ■ «nd imidea of 

««, an.de,. or .mioV, „ hioh „ -p^. „ blohy<lro , yzabk >s 

inclusion of biohydrolyzable eslers, amides, and imjdes of the defined sfrucuires 
n. E^iner has reJected ^ , _ , ? , ^ _ 

enable *. specificanon is only enabb... for comp^d, ofdaim , wnerein A b 

Clan, » no, cla,» 1 - hdeed, slnce „. ^ ^ ^ ^ 

Appbcar.. h .ve „ im M ,. mMe Md ^ ,. fte P- 
Appncan*. own ^ ^ ^ 

o«n most often amplified in ihe spedficauoo. 

TO. i. an taprope, Weed, fhen, U absonuely no reopen, ftM . p^ 

applicant can c aim oniv what k 'w^ - ^ . ^ » P 

«-!«!. i.--. °° ,yW, ' a,,S ma4e ' toled,- or even exenplified. m performing 
analysu „ d„ s te, „„,, „„ „ <s ^ 8 

W,» respee, „, ^ ftrst sta , e of ^ ^ 
»-» » no broader .an any di^osdre in *. ^ m „ 

«* resrec, ,„ now cancel CWm I ^ „ew, y preaen^d irdeper^en, Claim 18) e*h „, 2! 

« -"bed by *. preaen, speciflcaIim . ^ ^ ^ 
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claims (which are now all ultimately dependent upon Claim 18) is al So fully supported by the 
present specification. 

With regard to the second stage of inquiry, Applicants have either disclosed 
specfications regarding how to make and use the compounds, compositions, and methods, or 
such specifications wiH be well known to one of ordinary skill in the art in view of Applicants' 
□.closure and/or public knowledge in the art. For example, Applicants dedicate approximately 
22 pages of specification to methods of making the claimed compounds. Page 28 presents 
vanous texts for consultation, followed at pages 29 and 30 by a description of typical starting 
materials and reagents. At page 31, and progressing for approximately 19 pages more 
Applicants provide detailed descriptions related to methods of making various side chains and 
core groups. To illustrate, and quite contrary to the Examiner's argument. Examples 8 - 27 
demonstrate the synthesis of various -R<-C(R VR 5 - moieties which are not the 2-hydroxy-3-(5- 
qunolinyloxy)propyl chain cited by the Examiner. 

Moreover, for those side chains and core groups not exemplified, the ordinarily skilled 
arhsan will understand how to apply known »nd described principles to make other compounds 
wumn the scope of the claims. Indeed, the examples are merely illustrative of various ways in 
wh,ch the claimed compounds can be made - there is no statutory requirement for the disclosure 
of a specie example since a patent specification is not intended nor required to be a production 
specification. See MPEP 2165.02 (H) and In re Cay, 135 USPQ 311 (CCPA 1962). 

With regard to the enablement requirement relating to "how to use." Applicants have 
further provided more than adequate description in this regard. For example, at pages 51 - 56 
Applicants provide various assays which may be utilized to measure MDR activity and / or 
inhibition of transport protein activity, as well as various compositions (including oral and 
parenteral compositions) which may be formulated. Again, these examples are merely illustrative 
and are not meant to limit the invention as claimed. 

For all of the above reasons, Applicants assert that each and every element of the claimed 
invention, including all embodiments, is fully enabled with respect to now cancelled Claim-l and 
newly pending Claim 18. Applicants therefore respectfully request that the Examiner withdraw 
this rejection of the claims. 

The Examiner has further rejected Claim 15 as being non^nabling with respect to 
inh,bit,on of transport protein activity. Specifically, the Examiner states that the claim would 
read on .nhibition in mammals having normal transport protein activity, mammals having below- 
normal transport protein activity, and those which are asymptomatic havmg upregulated transport 
protein activity. It is noted that Claim 15 is now cancelled herein and therefore this rejection is 
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moot. Moreover, new method Claims 29 - 31 are directed to methods selected from the group 
consisting of treating multidrug resistance, inhibiting transport protein activity, and combinations 
thereof, comprising administering to a mammal in need of such treatment or inhibition the 
composition. Accordingly, the methods read on administration to mammals needing inhibition of 
transport protein activity and are fuJIy enabled. 

The Rejection Under 35 U.S.C. §W2(b) Based on Vicar. Balaspiri, or Kovacs 
The Examiner has rejected Claims I - 3 and 7 under 35 U.S.C §102(b) based on each of 
Vicar et al.. Collection Czechoslov. Chem. Commvu. Vol. 37 (1972) (herein referred to as 
"Vicar"), Balaspiri et al.. Acta Phys. Chem., Vol. 20 (1 _ 2), pp. 105 - 110 (1974) (herein 
, referred to as "Balaspiri"), and Kovacs, Pharmacol. Biochem. Behav., Vol 31(4), pp. 833 - 837 
(1988) (herein referred to as "Kovacs"). The Examiner cites two specific compounds disclosed in 
V.car. one disclosed in Balaspiri, and one disclosed in Kovacs, all of which contain 1-carbonyl 
benzyloxy moieties attached to a modified piperidine ring structure. In view of the present claim 
cancellations and additions, Applicants assert that each of these references fails to anticipate the 
presently claimed invention. Indeed, new Independent Claim 18 (which has replaced Claim 1 in 
view of the restriction requirement), upon which all of the present claims depend, does not 
include carbonyl as among the selected moieties for R 4 , but rather utilizes S(O h ., -C(0)C(0)-, 
or <:H(R')-. As such, the presently pending claims are novel and patentable over each of Vicar,' 
Balaspiri, and Kovacs, and the rejection should be withdrawn as moot. 

The Rejection Under 35 U.S.C. § 102(b) Based on Martin 
The Examiner has rejected Claims 1 - 3 and 7 under 35 U.S.C. §102(b) based on Martin 
et al., "Enantioselective Pronation of Amide Enolates Derived from Piperidine-2-Carboxylic 
Acid." Tetrahedron Utters. Vol. 38. No. 41, pp. 7181 - 7182 (1997) (herein referred to as 
"Martm"). The Examiner cites one compound disclosed in Martin which contain a 1-carbonyl 
methoxy moiety attached to a modified pyridine ring structure, m view of the present claim 
cancellations and additions, Applicants assert that this reference fails to anticipate the presently 
clawed invention. Indeed, new independent Claim 18 (which has replaced Claim 1 in view of 
the restriction requirement), upon which all of the present claims depend, does not include 
carbonyl as among the selected moieties for R 4 , but rather utilizes -SfO),-. -C(0)C(0)- or - 
CH(R'>. A S such, the presently pending claims are novel and patentable over Martin, and the 
rejection should be withdrawn as moot. 
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77* J?e/e«i£, n Under 35 U.S.C. §102(a) Based on Guzi 
The Examiner has rejected Claims 1 - 3 and 7 under 35 U.S.C. §102(a) based on Guzi et 
aL WO 00/37458, published June 29, 2000 (herein referred to as "Guzi"). The Examiner cites 
compounds disclosed in Guzi which contain a 1-carbonyl alkoxy moiety attached to a modified 
P .pendine ring structure. In view of the present claim cancellations and additions, Applicants 
assert that this reference fails to anticipate the presently claimed invention. Indeed new 
-dependent Claim 18 (which has replaced Claim 1 in view of the restriction requirement), upon 
wh.ch all of the present claims depend, does not include carbonyl as among the selected moieties 
for R<, but rather utilizes -S(0) r , <:(0)C(0>, or -CH(R')-. Guzi, including the various 
examples and disclosure as a whole, fail to anticipate the presently pending claim, As 5UC h 
Applets' claims are novel and patentable over Guzi, and the rejection should be withdrawn as 
moot. 

The Rejection Under 35 U.S.C. §102(b) Based on Xue 
The Examiner has rejected Claims 1 - 3 and 7 under 35 U.S.C. §102(b) based on Xuc et 
aL, WO 99/65867, published December 23, 1999 (herein referred to as "Xue"). The Examiner 
cites a specific compound described on page 108 of Xue (compound 75), wherein an ethyl moiety 
» attached to . moditle d piperidine ring structure. ta view of the present claim cancelations and 
adduions, Applicants assert that this reference fails to anticipate the presently claimed invention. 
Indeed, new independent Claim 18 (which has replaced Claim 1 in view of the restriction 
requtrement). upon which all of the remaining claims depend, contains a proviso that wherein R 4 
« -CH(R')-, and R> is -O^, men r is L ^ pmvisQ js M|y fey ^ 

specification such as, for example, in Example 7 at page 34. Accordingly, the -R«-(C(R')(R')) r 
R s moiety of the present compounds cannot be an ethyl moicty. Xue, including the various 
examples and disclosure as a whole, fails to anticipate the presently pending claims. As such 
Applicants' claims are novel and patentable over Xue. and the rejection should be withdrawn as 
moot. 

The Rejection Under 35 U.S.C. §W2(b) Based on Sato 
The Examiner has rejected Claims 1-3, 11. 13. and 15 under 35 U.S.C. 5102(b) based 
on Sato er aL, U.S. Patent 5.506,239. issued April 9, 1996 (herein referred to as "Sato") The 
Examiner cites one compound from Sato, stating that this compound anticipates Applicants' 
claims. The compound contains an unsubstituted piperidine ring which forms an amide linka ge 
with a core pyrrolidine ring structure. 
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Applicants respectfully traverse this rejection. As is set forth in Applicants' claims 
includmg new independent Claim 18, the pyridine ring formed by the linkage of R 2 and R> is 
subbed (Claim 18 states that R 2 and R> are bonded together to form a substituted piperidyl) 
As set forth ,n the present specification, one or more hydrogen atoms bonded to carbon atoms in 
the ring are replaced with other substituents in a substituted heterocyclic group (,,.. a substituted 
P.pendyl). As such, in addition to the linkage ,o the CfR'XR'), moiety, or wherein x is 0 then the 
core nng structure A, the pyridine ring formed by R> and R> must be substituted with some 
other moiety at any of the carbon atoms of the ring, geg specification at page 6, lines 10 - 14- 
page 8, unes 1 - 11 : and page 9, lines 13 and 14. As set forth in the specification and as is also 
evdent based on Applets' claims, this requirement for a ^^heterocyclic ring structure 
formed by R and R 3 is not optional but rather a required element of the present invention 

Ih contrast, the cited structure set forth in Sato fails to describe or suggest a substituted 
Pffndue ring structure. As such. Applicants' claims are novel and patentable over Sato, and the 
rejection should be withdrawn. 

CONCLUSTOM 

Applicants therefore respectfully request that the Examiner allow Claims 2 4 5 9 11 
and 18 - 31 as presented herein. If the Examiner believes that personal contact wo'uM be' 
beneficial for disposition of the present application, she is respectfully requested to contact the 
undersigned at her earliest convenience. 



Respectfully submitted, 



Kelly L McDow-Dunham 
Attorney for Applicants 
Registration No. 43,787 
Telephone: 513-622-0159 

March 1*) . 2002 
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Version with Markings to Shnu, r hanees fond* 

AMENDMENT TO THF , SPECTFiriATTDM 
The title of the present specification has been amended as follows: 

SUBSTITUTED BET^HRQGyGfcfG-PIFERTDlNF. ^^ eQMmms i AND MFTHnm 

OF TH EIR I rSF. 

Page 4. paragraph 3 (lines 9 - 12) of the specification ha* been amended as follows: 

"Heteroatom" means an atom ot h«r than carbo nselectcd from rh. ^, 1 UD tHn , ain ., „ f 
su.fur, phosphorous nitro,en. a ndoxY ^ e.g.. in the ring of a heterocyclic group or the chain of 

a heterogeneous group, ft ^ nh ly h nr „„ „» , ..u l u.tu l fr n m t hp , ] ^ ^ ^ 

phe^ r nnT m r r nan. nul My , m ate^Group, containing more than one heteroatom may 
contain different heteroatoms. 

AMENDIvmNTS tq THE fTf .Anvr.q 
CJaims 1, 3. 6, 7, 8, 10, and 12 - 17 have been cancelled. 

Claim 2 has been amended as follows: 

2. The compound of ekHf^laim^jg, wherein A has 5 to 6 members. | 
Claim 4 has been amended as follows: 

4. The compound of ^M^Z, wherein the substituted he tef eey^ ^ ioeridvl 
fvmzUxKtMdKLis substituted with a group .elected from the group consisting of an 
aromafcc group; a substituted aromatic group; a hetcroaromatic group; a substituted 
heteroaromatic group; a substituted hydrocarbon group, wherein the substituted 
hydrocarbon group is substituted with a group selected from the group consisting of an 
aromauc group, a substituted aromatic group. a heteroaromatic group, and a substituted 
heteroaromatic group; and a substituted heterogenous group, wherein the substituted 
heterogenous group is substituted with a group selected from the group consisting of an 
aromatic group, a substituted aromatic group, a heteroaromatic group, and a substituted 
heteroaromatic group. 

Claim 5 has been amended as follows: 
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5. The compound of eMm-ClainvilS, wherein R* is S(Ohr and R 5 is -OR*. 
Claim 9 has been amended as follows: 

9. The compound of e1a«£lajm 4J8, wherein R 4 is -C(0)-C(O> and R 5 is -0,R 6 . 
Claim 11 has been amended as follows: 

II - The compound of gka fflClairn 44, wherein R* is -CHCR')- and R s is -OJL 6 . 

New Claim 18 has been added as follows: 
18. A compound having the structure: 




(b) 



or an optical isomer, diastereomer, enantiomer, pharmaccutically-acceptable salt, biohydrolyzable 
amide, biohydrolyzable ester, or biohydrolyzable imide thereof, wherein: 
(a) w is 0 to about 6, x is 0 to about 10, and t is 0 to about 6; 

A is a substituted heterocyclic group having about 4 to about 9 members; 
R 1 is selected from the group consisting of a hydrogen atom, a hydro*yl group, a 
hydrocarbon group, a substituted hydrocarbon group, a heterogeneous group, a 
substituted heterogeneous group, a carbocyclic group, a substituted carbocyclic 
group, a heterocyclic group, a substituted heterocyclic group, an aromatic group, 
a substituted aromatic group, a heteroaromatic group, and a substituted 
heteroaromatic group; 

R J and R 3 arc bonded together to form a substituted piperidyl; 
R 4 is selected from the group consisting of -S(0^, -C(0)-C(0}-, and -CHfR 1 )-; 
R s is selected from the group consisting of -NR 6 (R 7 )- and -0$. 6 -. wherein r is 0 
or 1 ; with the proviso that wherein R* is -CHffO). and R 5 is -O r R 6 - then r is 1: 



(d) 
(c) 
(f) 
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(g) R 6 is selected from the group consisting of a hydrocarbon group, a substituted 
hydrocarbon group, a heterogeneous group, a substituted heterogeneous group, a 
carbocyclic group, a substituted carbocyclic group, a heterocyclic group, a 
substituted heterocyclic group, an aromatic group, a substituted aromatic group, a 
heteroaromatic group, and a substituted heteroaromatic group; and 

R 7 is selected from the group consisting of a hydrogen atom and R fi ; 

(h) R 8 is selected from the group consisting of a hydrocarbon group, a substituted 
hydrocarbon group, a heterogeneous group, a substituted heterogeneous group, a 
carbocyclic group, a substituted carbocyclic group, a heterocyclic group, a 
substituted heterocyclic group, an aromatic group, a substituted aromatic group, a 
heteroaromatic group, and a substituted heteroaromatic group; and 

(0 R' is selected from the group consisting of a hydrogen atom and a hydrocarbon 
group. 

New Claim 19 has been added as follows: 

1 9. The compound of Claim 1 1, wherein r is 1 . 

New Claim 20 has been added as follows: 

20. The compound of Claim 19, wherein R' is selected from the group consisting of 
hydrogen atom and hydroxyl group. 

New Claim 21 has been added as follows: 

21. The compound of Claim 20, wherein t is from 0 to about 3 and at least one R 1 is hydroxy. 

New Claim 22 has been added as follows: 

22. The compound of Claim 21, wherein x is 0. 

New Claim 23 has been added as follows: 

23. The compound of Claim 22, wherein R 9 is hydrogen atom. 

New Claim 24 has been added as follows: 

24. The compound of Claim 23, having a stmcture selected from the group consisting of: 



Receivedfrom < 513 622 3300 > at 3119102 1:17:33 PM [Eastern Standard Time] 



MAR-19-2002 13:38 



P&G HC PATENT DIU. 



513 622 3300 P. 19/20 



Serial No. 09/741,272 
Degenhardt et al. 



17 





and 



New Claim 25 has been added as follows: 
25 . A cornposi ti on compri sing: 

(a) the compound according to Claim 18; and 

(b) a pharmaceutically acceptable carrier. 



New Claim 26 has been added as follows: 

26. Tnc composition according to Claim 25, wherein the compound inhibits transport 
activity. 



protein 



New Claim 27 has been added as follows: 
27. A composi tion comprising: 



Received from < 513 622 3300 > at 3119/02 1:17:33 PM [Eastern Standard Time] 



MPR-19-2002 13:38 P&G HC ' PATENT DIM. ^ 513 622 3300 P. 20/20 



Serial No. 09/741,272 ig 
Degenhardt etal. 

(a) the compound according to Claim H ; and 

(b) a pharmaceutically acceptable carrier. 

New Claim 28 has been added as follows: 

28. A composition comprising: 

(a) the compound according to Claim 24; and 

(b) a pharmaceutically acceptable carrier. 

New Claim 29 has been added as follows: 

29. A method selected from the group consisting of treating multidrug resistance, inhibiting 
transport protein activity, and combinations thereof, comprising administering to a mammal in 
need of such treatment or inhibition the composition according to Claim 18. 

New Claim 30 has been added as follows: 

30. A method selected from the group consisting of treating multidrug resistance, inhibiting 
transport protein activity, and combinations thereof, comprising administering to a mammal in 
need of such treatment or inhibition the composition according to Claim 11. 

New Claim 31 has been added as follows: 

31. A method selected from the group consisting of treating multidrug resistance, inhibiting 
transport protein activity, and combinations thereof, comprising administering to a mammal in 
need of such treatment or inhibition the composition according to Claim 24. 
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